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Glomerulonephritis is 
associated with more 
proteolytic activation 
of ENaC
Salt retention in glomerulonephritis has 
an obscure origin, despite its ubiquity. 
Early micropuncture studies suggested 
that the obvious culprit, the proximal 
tubule, was in fact innocent, and that 
the retention occurred at more distal 
sites. In findings published in this issue, 
Gadau et al. revisit this discussion. 
They induced acute glomerulonephri-
tis in mice and studied the expression 
of sodium (Na) transport proteins in 
proximal and distal nephron segments. 
In the first week of heavy proteinuria 
and reduced glomerular filtration rate, 
the abundance of most Na transport 
proteins was reduced. The changes in 
the thick ascending limb were notice-
able but small. It was in the collecting 
tubule that significant increases in the 
abundance of the epithelial Na channel 
(ENaC) subunits, as well as increased 
proteolytic cleavage of these subunits, 
occurred. These actions are expected 
to increase sodium flux in the collect-
ing tubule significantly. The remaining 
questions are whether these changes are 
primary or secondary and what signals 
mediate them. The newly emphasized 
role of proteolytic cleavage in regulation 
of Na transport is important because 
some proteases might be excessively fil-
tered by the more permeable glomerular 
filtration barrier, thereby reaching their 
target in the collecting tubule. But the 
most important task is to identify the 
relevant protease that induces these 
changes. See page 699.
MYH9 polymorphisms 
are associated 
with ESRD due to 
hypertension or 
glomerulonephritis
An exciting development just occurred 
in the field of end-stage renal disease 
(ESRD) when two groups showed 
a strong association between focal 
segmental glomerulosclerosis (both 
idiopathic and HIV-related) and a pol-
ymorphism in myosin heavy chain 9 
(MYH9), only in African Americans. 
Now, Freedman et al. continue these 
studies by testing for MYH9 associa-
tions in other kidney diseases. Many 
MYH9 single-nucleotide polymor-
phisms were evaluated in 175 African 
Americans with ESRD due to either 
chronic glomerulonephritis or hyper-
tension. Significant associations were 
detected in most of the polymorphisms 
among all 871 nondiabetic patients 
with ESRD. In hypertension-associated 
ESRD cases alone, significant associa-
tions were found between 13 MYH9 
polymorphisms and the previously 
reported E1 haplotype. These results 
raise the question of whether ESRD 
due to hypertension may actually be 
undiagnosed focal segmental glomeru-
losclerosis. While the real connection 
between MYH9 polymorphism and 
renal disease is still not apparent, these 
studies force us to examine its role in 
renal pathogenesis. See page 736.
Periodontal disease, 
atherosclerosis, 
and the risk of 
cardiovascular death  
in ESRD
The hottest idea in research on athero-
sclerosis is its recently demonstrated 
association with periodontal disease. If 
Koch’s postulates become confirmed, 
this association will represent one of 
the most significant breakthroughs in 
infectious-disease research. In a new 
study, Kshirsagar et al. examine the 
relationship between periodontitis 
and cardiovascular disease mortality 
in ESRD outpatients on hemodialysis. 
In this retrospective analysis, patients 
were followed for 18 months; one-third 
had moderate-to-severe periodontitis, 
whereas two-thirds had what appeared to 
be normal gums. Remarkably, moderate-
to-severe disease was significantly asso-
ciated with death from cardiovascular 
causes. These clear findings suggest that 
a formal prospective analysis examining 
the relationship between periodontitis 
and cardiovascular disease in a large 
cohort is now warranted. See page 746.
